SUPPLEMENTAL EXPERIEMENTAL PROCEDURES
Preparation of 10058-F4 and 10074-G5.
The two inhibitors were prepared and purified according to published procedures: Control experiments were performed by monitoring the FP of 10058-F4 or 10074-G5 in the presence of Max(p21). This protein has low affinity for homodimer formation (Zhang et al., 1997) and neither inhibitor showed a change in polarization in its presence.
Fluorescence Measurements.
Emission spectra (275 nm -500 nm, excitation= 270 nm) of tyrosine fluorescence of triplicate samples containing 50 µM c-Myc 402-412 or c-Myc in the absence and presence of equimolar 10058-F4 in 1X PBS were recorded on the above described instrument at 25°C. The inhibitor was added from a 3.3 mM stock solution in DMSO.
Blank spectra recorded from pure 1X PBS and 50 µM 10058-F4 in 1X PBS were subtracted from the spectra of corresponding c-Myc-containing samples.
Circular Dichroism.
Samples of c-Myc 402-412 or c-Myc 363-381 (20 µM) in the absence and presence of 10058-F4 or 10074-G5 respectively were prepared in 5 mM sodium phosphate, pH 7.4; 50 mM KF. The inhibitors were added from 10 mM stock solutions in ethanol. Spectra were recorded at 25 °C in a 1 mm path-length quartz cuvette on a Jasco J720 spectro-polarimeter. Shown spectra are averaged from five independent samples. The effect of the inhibitors was also monitored on 10 µM samples of c-Myc 353-437 and 20 µM c-Myc 370-409 for 10058-F4 or 20 µM c-Myc 353-405 for 10074-G5 (1X PBS buffer, pH 7.4). The residual secondary structure of c-Myc 353-437 was estimated by means of spectral deconvolution with the programs CDSSTR, CONTIN ll and SELCON3 implemented in the CDPro software using the SDP48 reference set (Sreerama and Woody, 2004). Samples for competition experiments of 10058-F4 or 10074-G5 against Myc-Max(p21) heterodimers were prepared in 1X PBS (pH 7.4); 1.5 µM solutions of c-Myc 353-437 were incubated for 1 hour with varying concentrations of inhibitor; 1.5 µM Max(p21) was then added and reactions were further incubated for 20 minutes. Samples were analyzed at 25 °C in a 1 cm pathlength cuvette by monitoring ellipticity at 222 nm. Data were converted to mean residue ellipticity (MRW) and plotted versus inhibitor concentration. Experimental data were fit using the following equation, which is derived from thermodynamic considerations, relying on the presence of an equimolar ratio between c-Myc 353-437 and Max(p21). 13 C resonance assignments for the first two peptides were obtained from HMQC of 100% D 2 O samples, pH 7.5. Spectra of the pure peptides were not affected beyond the disappearance of amide and amine signals within the explored pH range. The residues T 400 AYILS of c-Myc 353-437 were unambiguously assigned from 2D spectra due to the low redundancy of T, Y and S over the full sequence. All spectra were acquired with gradients or selective presaturation water suppression. A TOCSY mixing time of 60 ms was used in all cases. A C-H 1-bond coupling constant of 140 Hz was used for HMQC spectra, acquired on natural 13 C abundance samples. Spectra were processed using MestReC software (MestreLab Research, Santiago de Compostela, Spain). Data were filled by linear prediction to a final Fourier transform size of 2048x2048 points and weighted by sine square and sine bell apodization over t 1 and t 2 respectively before Fourier transformation. A covariance NMR algorithm (Bruschweiler and Zhang, 2004) was used in addition to the standard weighting functions in processing the NOESY spectra. 
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Molecular Modelling of c-Myc

Sequence Analysis of the Binding Sites.
An alignment of the bHLHZip region of human c-Myc was performed using the ClustalW (Thompson et al., 1994) algorithm with default settings to the bHLHZip of Max (NCBI accession code NP66092.1), Mad1 (NP002348.1), Mad3 (NP112590.1), Mxi (NP569157.2), Mad4 (NP06445.1). Nonconserved residues were identified according to the following criteria: i) ≥60% conservation within aligned bHLHZip excluding c-Myc, ii) c-Myc residue dissimilar from any other sequence in the corresponding position. Out of 22 nonconserved residues found in the 84 residues long bHLHZip sequence (26% rate), 9 were located in one of the two inhibitors' binding sites (50% rate). Highly conserved residues (≥80%) were found in 28 positions (33%).
The bHLHZip sequences of c-Myc, Max, Mad1, Mad3, Mxi and Mad4 were searched for clusters of hydrophobic residues (aliphatic or aromatic side chain): three such clusters of 4 amino acids were found in c-Myc: F 374 
